Mutations in 41 % of the 277 genes with established loci on the X chromosome cause mental retardation. ' 2 In some cases, mental retardation occurs without other apparent manifestations and has been termed non-syndromic or non-specific X linked mental retardation (XLMR).3-5 However, the majority of X linked genes that cause mental retardation produce additional manifestations which comprise more or less distinctive syndromes. In a recent review, Lubs et al' listed 105 XLMR syndromes with somatic, neuromuscular, behavioural, or metabolic manifestations. Of these, 34 20 months, spoke a few words at 4'/2 years), drooling persisted into the school years, and special education was required. He is athletically inclined and likes to swim and play ice hockey, is active socially, and maintains a low skill public job. At the age of 32 years, he was tall (189 cm, 98th centile) and heavy (118 kg, >98th centile) with a normal head circumference (56.0 cm, 30th centile). His face appeared large and squarish in configuration with normal interpupillary measurement (6.3 cm, 55th centile), large ears (7.5 cm, >98th centile), thickening of the helices, thickening of the alae nasi and columella, and small central incisors (fig 2) . The hand length was 19.6 cm (60th centile), the fingers tapered, and the fin- show seven arches and three ulnar loops. The A number of X linked entities with mental retardation and obesity have been described.'523 Often these entities are associated with hypotonia, hypogonadism, and short stature and may be distinguished from the syndrome reported here by the latter two manifestations (table 3) . Delineation of this entity adds to the list of X linked syndromes with mental retardation. 245 In the process of studying these syndromes, the expectations that mutations in the same gene might cause different phenotypes (for example, PLP mutations resulting in PelizaeusMerzbacher syndrome and spastic paraplegia) and that similar phenotypes might be caused by mutations in different genes (for example, spastic paraplegia caused by mutations in PLP and Ll CAM genes) have been realised.26 27 Further correlations of the phenotype and genotype will become possible with the cloning of additional responsible genes, a research activity now being pursued in a number of laboratories.
